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SKCIEPHMEHTAJIbHBIX MCCIEOBAHHHU, WaTOreHe3 JaHHOW 
MaTOJOrHH JO KOHWa He u3y4eH. Llenb uccieqoBaHuaA. 
PaspaOorKa [ytTeii ONTHMH3al[MH HOBbIX MeTOOB 
omens PCHIIMIIMT. paHHeH JMarHOCTHKH PeTHHOMaTHH HEMOHOUICHHEIX. 
ts Adore tip heeoOR, sam MmeIERO HA Matepuar u MeTobI. C 3To Wembro OOcIeqoBaHO 54 
no Hay4Hoit paSore PCHTIMI[MT He€J{OHOLICHHBIX HOBOPO?KCHHEIX, COCTaBHBLLIHe 
OcHOBHy!o rpymmy. Ipynity KoHTpoma coctaBusu 55 
HOBOPO2K{CHHBIX, POXKCHHBIX B CpoK. [JIA IpoBeyeHHA 
CpaBHHTeIbHOrO aHasH3a KOHIWeCHTpaluu rena VEGF B 
CbIBOPOTKe KPOBH Y BCX HOBOPO2XK]CHHBIX OCHOBHOH HU 
KOHTPOJIBHOM Tpyliibl TIpoBeeHo IIL{P 
TreHOTHMMpoBaHHe MomHMOpdu3ma C634G rena VEGF- 
A. Pe3ymptatpi. Pe3yibTaTbl Halllero MccieqOBaHHA 
TOKa3bIBaIOT, YTO PYHKIMOHAIbHO HeOAarompuATHBIe 
reHotunp! C/G u G/G nonmumopdu3ma 1rs2010963 rena 
VEGFA jyoctopepHo yale HaOsOaIuch B OCHOBHOI 
rpynue 10 cpaBHeHHt0 C rpynmol KOHTposA. BerBorel. 
MytaHTHble YeHOTHMbI oOOsaqaloT cTaTHcTH4ecKH 
3HAYHMOHM = aCCOWMaTHBHOM CBA3bIO C pa3BHTHeM 
peTHHOMaTHH HeJOHOWICHHBIX MM MOTYyT  CJlyKHTb 
IIPOrHOCTHYeCCKHM  KPHTepHeM pHCKa pa3BHTHA 
3a00JIeBaHHA y HCOHOLMICHHEIX JeTeH. 


' PhD, getcKnii spay ZeTcKoro 


KuroueBbie CJIOBAa: HC€JOHOMCHHbIC HOBOPOXKICHHBIC, 
peTHHOMaTHA HCJOHOMCHHBIX, (bakTOpbI puckKa, (bakTop 
pocTa 9HAOTCJINA COCYJIOB. 


BBeyenue ExkeroqHO B MMipe pox aeTca MpHOH3MTeIbHO 15 MJIH HEAOHOWeHHBIX ete. OOulaa 
yacTOTa TIpexKeBpeMCHHBIX POJOB B HaCTOALMIee BPCMA — MOKa3aTeIb OTHOCHTEIBHO CTaOWIbHBI: 5- 
18% oT oOmjero 4ucIa poxaeHHi (crarucTuyeckue jaHHbIe 184 crpaH Mupa). YyembHbii Bec 
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TIpe2%KeBPpeMeHHBIX poOB Ha 32-37-i He TecTallMuM cocTaBiaeT Oonee 80%, 4 OObINIMHCTBO 
HeJOHOLWCHHBIX JeTeH MOrYT BbDKUTb Mp HasIM4HH OCHOBHOLO HeOHaTaIbHOrO yxo7a(4). 


Ilo qaHHEIM BcemupHoli oprann3alMn 34paBooxpaHenua (BO3), ceroqHa B MUpe HaCuHTbIBaeTCA 
37 MJIH Cylenmbix 4 124 min cnadoBnyaWx. IIpu 3TOM KaxKbI YeTBeEpTHI MallWeHT yTpaTH 3peHue B 
metcTBe. Cpeau fete Miayuie 15 met 1,5 MH ABIAFOTCA CiembIMH(5). 

OyHuM 43 Tex 3a001eBAaHH, KOTOpOe Yallle BCerO CTAHOBUTCA IIPHYHHOM WeTCKOM WHBaIMAHOCTH 
110 3PCHHIO, CUMTaeTCA PeTHHOMATHA HeAOHOMWCHHBIX - YacToe 3a00eBaHHe (10 29,6%), HCXOOM 
KOTOPOrO MOxeT ObITh HapylieHHe, Bapbupylousee OT KOppHrupyeMoi MMOH 1O ZByXCTOpOHHeit 
cnenoTsi(4). PeruHonaTua HeqOHOMeHHbIx (PH) — rmoOambHad MeqMKO-colMalbHad WpoOsema XXI B. 
Uem MeHee 3pell peOeHOK K MOMEHTY pox TeHHA, TeM 3a00/eBaHHe BCTpeyaeTca Yale, WocTuraa 88- 
95% y meteli c Maccoi tena 500-1000 r (1). B mocnegqHee ecaTumeTHe OTMe4eHa TeHeCHIMA K 
W3yYeHHIO MaToreHe3a, MOMUCKa UM pa3paOOTKH HOBbIX MeCTOJOB PaHHero MpOrHo3HpOBaHHA pa3sBUTHA HU 
lIporpeccupoBanua TaHHoro 3a0oeBaHuad. B cBa3H C 9TUM, IPOBOAMMBIe UCCIeOBAaHHA HallpaBsIeHbl 
IIPeHMYyWIeCTBEHHO Ha H3yYeHHe POI pa3zIMYHbIX COCYAMCTHIX MeMaTOpoB B pa3sBHTHu PH. Tem He 
MeHee, MOTeCHIMaibHad YreHeTHYeCKad OCHOBa peTHHOMAaTHH HeJOHOWICHHBIX H_ TeHbl, 
aCCOLNMMpOBaHHble C JaHHOW MaTONOrveH, JO HaCTOALIero BpeMeHH He U3BeCTHBI(2). 

SuAOTeIMAIbHBIM (bakTOp pocta cocyyoB (VEGF) u3BecTeH Kak KIIO4eBOM MezHaTOp 
aHrMoreHe3a HM BacKyjloreHe3a, KaK MaTOJIOrMYeCKOTO, TaK H HOPMaJIbHOrO. OH B3aMMOJeHCTBYyeT C 
pa3JIM4HbIMU KJIeETKAMU MW TKAHAMH TOJIOBHOLO MO3ra HU Tyla3a, MH TEM CaMbIM y4aCTBYeT B HelporeHes3e 
uw Heliponpotekyun(6). Mossmmenue skcipeccuH VEGF MoxeT ObITb HellocpeCTBeHHO CBaA3aHa C 
MOJICKYJIAPHBIM MexaHH3MoM PH, Tak Kak JaHHbIi (akKTOP He TOJIbKO CTUMyIMpyeT MpomMdepaluro 
COCYAMCTOIO JHAOTEIMA, HO TAKXKE MOBbIMACT MPOHHWAaeMOCTh, aTOHHIO HM XPYyIIKOCTH CTCHOK COCyOB 
HW OOsayaeT BOCTIAIHTeIbHOM aKTHBHOCTHIO(2,3). OHHM H3 HaHOosIee (PYHKUMOHAIbHO 3HAYMMBIX 
TOMMOpdHEIX BapHaHToB VEGF apsiaetca nomMMopdu3M rs2010963, KoTopbIi mpeycTaBlaeT coool 
3gameHy C ua G B 634-noOKeHHM HYKICOTHAHON WocueqoBaTesbHocTu reHa. Ilo suTepaTypHbIM 
JaHHBIM, HaOjrOaeTCcaA NOBbIINeHHe ypoBHa VEGF B mia3Me KpOBH IIpH HyKIeCOTHAHOM 3aMeHe C/G 
tlouMMopdHoro BapvaHta 1s2010963. OgHnako cBa3b rs2010963 rena VEGF c cbopmupoBaniem 
TipospyieHHi PH yo HacTosujero BpeMeHH OcTaeTcCA MajIOM3y4eHHON OOsacTbIO (2).M310%xKeHHOe 
BBIMe NOCHYKHIO NpeINOCBUIKON BBINOJIHCHHA JaHHOrO MCCIeOBaHHA. 

Ifemb ncceqoBanna. M3yantb 4acToTbl BCTpeyaeMOCTH MYTAHTHBIX WH JMKMX aliieeH TreHOB 
jjeTepMHHAHToB (VEGF) B kposu. 

Marepnas 4 Merogpr. [Ia pelieHHa NOCTaBJICHHbIX WeIM MW 3aa4 MpOBeeHO CpaBHUTeJIbHOe 
oOcreqoBaHue 109 HoBOpoxKTeHHBIX AeTei. [ectal{MoHHbIit BO3pacT HOBOPOXACHHbIX BAPbUpOBAaII OT 
26 no 41 Heeb, Macca TeyIa Ip poxKACHHU B 3ABMCHMOCTH OT Cpoka recTalMu Oblia B MIpeeswax OT 
790 no 4200 rp., aMHa Tesla - oT 32 Wo 54 cm. Manbunkos Opiio 43, WeBouexk 66. 

B xoge uccileqoBaHHa BCe HEJOHOMeHHBIe eTH OBIIM pa3eueHbI Ha 3 rpyliibl B 3aBMCHMOCTH OT 
recTalMOHHOrO BO3pacTa MH BCTpeyaeMOCTH PeTHHOMATHM HeOHOWMICHHBIX: 

- Ocnosnaa rpynma A - 32 HeOHOMIeHHBIX HOBOPOXKCHHEIX O6e3 pa3sBHTHA peTHHOMAaTHH 
HeJIOHOMCHHBIX; 

- OcHoBuaa rpynma B - 22 HeOHOMIeHHbIX HOBOPOXKCHHBIX C pa3BHTHeM peTHHOMaTHH 
He JIOHOMICHHBEIX; 

- [pynny KoHTposa cocraBusiM 55 HOBOpOXKIeCHHBIX, POAMBIUMeCA CpoK. 

MovsiekysIdpHo-reHeTHYeCcKad 4YaCTb UCCIeqOBaHHA ObiIa MmpoBeyeHa Ha Oa3e jadopaTopuu 
MOJIeKyJIAPHOH reneTuKH PCHIIML] lemaronorun. 

J[ia TpoBeyeHuA CpaBHHTeIbHOrO aHasIM3a KOHWeHTpayuu reda VEGF B cbIBOpOoTKe KpoBH y 
BCeX HOBOPOXKJCHHBIX OCHOBHOM HM KOHTpOJIbHOM rpynmbt mpoBeyeHo IIL[P resorumupoBanue 
tomuMopdu3ma C634G rena VEGF-A. Jia uccneqoBanua Opa KpOBb 43 TepHdepuH4eckoi BeHbI 
urmou (d=0,8 mM) B oObeme 0.6-0.9 mia Ha 25-30-e cyTKH 23H. Bpigenenue JIHK n3 
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TlepHepuyeckoi KpoBH TpoBOWIM C UHCHONb30BaHHeM cTaHyaprHoro Hadopa Pubo-cop6 
(AmpliSens®, Poccua). JIL[P reHorumupopanue mnommmopdu3ma C634G reHa VEGF-A 
OCYINeCTBIIAIM C MOMOLMbIO TepMomMKIepa «Applied Biosystems» 2720 (CILIA), c ucnomb30BaHnem 
TecT-Hadopa komnaHuH OOO <«JIutex» (Mocksa) cormacHoO WHCTpyKIMM mpou3BozMTelel. 

PesybTaTbI HW OOcyxK-eHHe. B padoTe ocyllecTBIIeH aHaIM3 HepaBHOBecHA M0 CI{eTJIeHHIO 
W3YYeCHHOFO TOMMOpdu3Ma, a TakKKe, PacIIpOCcTpaHeHHOCTH MONMMOpHOrO BapHaHta y OOJIbHBIX C 
peTHHOMaTHel HeOHOMWCHHEIX HU 30PpOBbIX TOHOpoB. B pe3yibTaTe MpoBeyeHHOTO UccyIeqOBAaHHA 
OBI yCTAaHOBJICHbI CTaTHCTH4eCKH 3HaYHMble pa3xIM4HA B paciipeyqeseHHH TeHOTHMOB HW 4acTOT 
aieleH MexKy rpynltaMv OObHEIX HW MpeACTAaBMTeAMM KOHTPOJbHOM Tpyliibl TO aJsWIesIbHOMy 
BapvaHTy nouMMopdu3ma C634G renaVEGFA. 

BpiaBseHo, YTO pactipeyemeHue 4acTOT TeHOTHMOB U asienei momMMopdu3ma C634G rena 
VEGFA B o6enx rpymlax COOTBeTCTBOBaIO OKUTACMOMy 3aKOHY paBHoBecua Xapyu-BatinOepra 
(p>0,05). 

Tadsmiya 1 


Yacrora pacnpesesenua aientei HW reHOTHIOB 1osuMOpdpu3mMa C634G rena VEGFA B rpynmnax 
OOJIBHBIX H KOHTpOIA 


Tpynnsi Yacrora asaeuen Tenorunst 

C G C/C C/G G/G 
Oe ia rpyuna | 72 66,7% 36 33,3% 28 51,8% 16 29.6% a 18.5% 
A.HeyoHomieHHpie 56 87,5% 12,5% 81,2% 
6e3 PH 8 26 4 12,5% 6,3% 
n=32 2 
B.Heyonomenupre c | 16 36,4% 63,6% 9.1% 
PH 28 > 12 | 54,5% 36,4% 
n=22 8 
2.KoHTposIbHaa 94 85,4% 14,5% 74,5% 
rpymia 16 41 12 21,89% 3,6% 
n=55 2 


IIpu uccneqoBpanuu momumMopdu3mMa C634G rena VEGFA oTmeuyaetca TeHeHIMa K CHWKeHHIO 
YacTOTbI WHKOrO aliiena C y Mal{MeHTOB OCHOBHOM IpylilibI 10 CpaBHeHHIO CO 3,JOPOBbIMH JOHOpaMu 
(66,7 mpoTuB 85,4% CooTBeTCTBeHHO) HW MOBbILIeHHe YaCcTOTHI (PYHKUMOHAIbHO HeOMAaronpuATHOrO 
amiena G 10 cpaBHeHuto c 3TOM rpynnon (33,3 mpoTuB 14,5% cooTBeTCTBeHHO; *y7=10.6; P<0.05; 
OR=2.9; 


Tadsmiya 2 
Pa31M4HA B UacTOTe BCTpedaeMOCTH aJLWIeIbHbIX H TeHOTHIM4YeCKHX BAPHAHTOB 
nosuMopdu3sma rs 2010963 rena VEGFA B uecieqOBaHHBIX Ppynnax 
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KosmuecrTso 00c1eq0BaHHbIXx 
Asem 1 alllesei H reHOTHHOB 
ae 3 es CratucTuueckoe pa3smune 
Koumpojio 
epynna 
Anuemb C 72 94 *"=10,6; P=0,001; OR=2,9; 
Annenb G 36 16 95%CI1,51- 5,7 
Peso Cc 28 Al *7=6,0; P=0,01; OR=0,4; 95% CIO0,16 - 
0,825 
reno CG 16 12 =0,9; P=0,3; OR=1,5; 95% CI0,6344, - 
3,588 
reaver 10 2 *y7=6,2; P=0,01; OR=6,0; 95% CI1,25- 
28,94 


IIpumeuanne: * — pa3mmune cTaTHCTH4eCcKH JOCTOBepHoe. 
95%CI1.51- 5.7). Hamu BelaBsleHo JOCTOBepHoe pa3zIM4He YaCTOTHOO paciipezeueHHA aswieel rena 
VEGFA cpequ OosbHEIX H IpakTH4eCKH 3A0POBBIX JIM y30eKcKon Nomynannn. lomyaeHubie TaHHEIe 
yKa3bIBalOT, Ha TO, 4TO HOCHTeJIbCTBO aswienad «G» OCTOBepHO TOBbIMaeT WaHc pa3BHTHA 
peTHHOMaTHM HeOHOWICHHEIX B 3 pa3a. [pu stom WuKHi aswiemb «C» B HallleM UCCIeqOBaHHN CBA3aH 
C OTCYTCTBHeEM pe paciOIOX*KeHHOCTH K peTHHOMATHH HeJOHOWICHHBIX H, MO-BAHMOMY, HMeeT 
IIPOTCKTHBHBIM XapakTep B OTHOWICHHH pa3BHTHA 3a00/eBaHHA. 

CambIM paciipocTpaHeHHbIM TeHOTHIIOM JaHHOroO JIOKyca Kak B Ipylilie KOHTpOA, Tak W B rpyriiie 
MauMeHTOB, ABIAeTCA ranunoTun G/G, cooTBeTcTBeHHO 18,5 u 3,6%. Tomo3HMroTHBIi guKui C/C 
TeHOTHI TaK%Ke BCTpeyaJicA C OTHOCHTEJIbHO BbICOKOH YacToTOH 74,5% B KOHTpOJIbHOM rpynne u 
51,8% — B rpynme OombHEIX, reHoTun C/G, cooTBeTcTBeHHO 29,6 u 21,8%. BpiapaeHa 3aMeTHaa 
TeHCHUMA K YBCIM4eCHHIO KOJIM4eCTBa TOMO3HTOT MU TeTepo3suroTt C/G B rpymiie malMeHToB 110 
CpaBHeHHIO C KOHTpOJIbHOM rpynmon (cooTBeTCTBeHHO 18,5 MIpoTHB 3,6%:°=6.2; P<0.05; OR=6.0; 
95% CI1.25- 28.94; u 29,6 mporus 21,8%,°=0.9;P=0.3; OR=1.5; 95% CI0.6344, 3.588 
COOTBeTCTBeHHO). IIpepanupopanue C/C renoruma Brpyiiie YCNIOBHO 30pOBbIX JOHOpoB 
HOATBepXKTaeT IpOTeKTHBHY!O PYHKUMIO JaHHOTO TeHOTHIAa B OTHOLMCHHH K OCHOBHOM rpymie. 

CormacHo paccuuTaHHOMy KO3PuIMeHTY COOTHOMIeHHA WIaHCOB BepOATHOCTb pa3BHTHA 
PeTHHOMATHH HeEJOHOWICHHBIX B HCCIeLyeMOl pyle OObHbIX pH HOCHTeIbcTBe TeHoTula G/G 
yBeIM4MBaeTcaA Oosee 4eM B 6 pa3, a pH HOcUTeNbCTBa reHoTuna C/G Oosee yem B 1,5 pa3a. DTO 
MOXKECT CBUJCTCIbCTBOBATb O TOM, 4TO TeTepO3HTOTHIM UH, OCOOCHHO, TOMO3HTOTHBIM TeHOTHIIbI 
oOaqaroT AOCTATOUHO BbIPAXxKeHHOM CTAaTHCTHYCCKH 3HAYHMOM ACCOMMATHBHOM CBA3bIO C pa3s3BHTHeM 
peTHHOMAaTHUM HeAOHOLWICHHEIX. 

Tomos3uroTHEiit quKuii C/C reHoTui TakxKe BCTpeyasIcA C OTHOCHTCJIBHO BbICOKOM YacTOTOH 
74,5% B KOHTpOUbHOHM rpynme u 51,8% — B rpynne OonbHErx Ipepanmpopanue C/C renotuma 
BIPYIle yCOBHO 3J0POBbIX JOHOPOB MOATBeEpxKAaeT MpOTeKTHBHYIO PYHKUMIO WaHHoro reHoTuma B 
OTHOLICHHH K OCHOBHOM rpynne. 

Enje Oosee 3HadHMMy!0 pa3HHly B CpaBHeHHM C KOHTpoJIeM MMesIa YacToTa asennad «G» B 
nogzrpynne B(63,6 u 14,5% cooTBeTcTBeHHO; #y°=37,1; P<0,05; OR=10,2; 95%CI 4,56-23,14). 
UYactota BcTpeyaemoctu nomumMopdu3ma C/G rena VEGFA cpequ OonbHEIx nogrpynmsr B u 
KOHTpowia coctaBusu (54,5 u 21,8% CooTBeTCTBeHHO; =7,8; P<0,05; OR=4,3; 95%CI 1,49-12,35) u 
nomumMopdu3ma G/G (36,4 13,6% CooTBeTCTBeHHO; y=14,9; P<0,05; OR=15,1; 95%CI 2,89-79,46). 
CormacHo paccuHTaHHOMy KOooduUMeHTyY COOTHOLWICHHA WaHCOB BePOATHOCTB pa3BHTHA 
PeTHHOMAaTHH HeOHOWCHHEIX B UCCIexyeMol rpynne OOUbHBIX Ip HOCHTeIbCTBe reHoTuna G/G 
yBeMunsica Oomee uem B 15 pa3, a pH HocuTemBCTBa reHoTHMa C/G Oosee 4em B 4 pa3a. [pu stom 
yuku aiemb «Cy» B HallieM MCCIeqOBaHHH CBA3aH C OTCYTCTBHeM lIpespaciouox*KeHHOCTH K 
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PeTHHOMAaTHH HeOHOWCHHEIX HU, MO-BHJHMOMYy, HMeeT TIPOTeKTHBHbI xapakTep B OTHOLICHHH 
pa3BuTHaA 3a00eBaHHA. 

STO MOXKET CBHJ[CTEIbCTBOBATh O TOM, YTO TeTepO3HTOTHbIN MH, OCOOeCHHO, TOMO3HTOTHEI 
TeHOTHIbI OOaLalOT FOCTATOUHO BbIPAxKeHHOM CTAaTHCTHYeCKH 3HAYHMOM aCCOWMaTHBHOH CBA3bIO C 
pa3BHTHeM PpeTHHOMAaTHH HeOHOWICHHEIX. OTH aHHbIe MOTFyT CBHJCTEIbCTBOBATb O XOPOLIeM 
CAMOCTOATEJIBHOM 3>MekTe NouMMopdu3ma ts2010963 rena VEGFA ua puck pa3BuTHA peTHHOMAaTHH 
He OHOMICHHBIX B y30eKCKOM MOMNyALHH. 

3ako4ueHne. BsicoKuii ypoBeHb mpornocTuyueckolH WeHHocTH TosMMopdu3ma rs2010963 
reHa VEGFA 1o3BouIdtOT paccCMaTpHBaTb erO KaK JOMMHMPyIOWMi MOJIeKyJIApHO-reHeTH4eCKHH 
MapKep pHCKa pa3BHTHA peTHHOMATHH HeOHOWeCHEIX. YunTbEIBad, TO yHKWMOHAaIbHO 
HeOsarompuaTHEIe reHoTunmst C/G wu G/G nommmopdu3ma rs2010963 rena VEGFA apsatotca 
TeHeTH4eCKHM (aKTOPOM, IpepacnosaraioWluM K pa3BHTHIO PeTHHOMAaTHH HeOHOMICHHBIX, JA 
IIPOrHO3HpOBaHHA pa3BHTHA WaHHOrO 3a00IeBaHHA PeKOMeHyeTCA MPOBOAMTb MOJIeKyJIApHO- 
reHeTHYeCcKHe NCCIeAOBaHHA, MO3BOJAIOWMIMe OOHAPYKUTL MYyTAalHM B reHax, Mpesxpactoararowiux K 
pa3BUTHIO JaHHOro 3a0oueBaHua. IIporHo3upoBaHne pa3BHTHA VM yIyaeHue paHHei BbIABJIAeMOCTH 
PeTHHOMATHH HeJOHOMICHHBIX MO3BOHT BeCTH MOWCK Oomee cienMpM4HbIX MUMIWeHeM HU CpeyCTB 
Tepanuu. 
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